Regarding epidemiological, clinical, and diagnostic peculiarities of such a variety of diseases, this study aims to (1) report the disposal of ATL diagnosis when the initial clinical hypothesis in primary investigation is ATL and (2) describe the differential diseases confirmed in the precise final diagnosis.
INTRODUCTION
Leishmaniasis is a zoonotic disease caused by a protozoa belonging to the genus Leishmania. It is transmitted by the bite of sand flies of the genus Phlebotomus. The wide geographic distribution, high incidence, and potentially mutilating clinical manifestations of leishmaniasis make this condition a major health concern. 1 Depending on the infecting species, leishmaniasis may encompass visceral and tegumentary clinical forms. The latter form includes localized and disseminated cutaneous and mucocutaneous forms. Cutaneous leishmaniasis is prevalent in more than 90 countries; 1.5 million new cases are estimated to emerge per year. 2 Most of cutaneous leishmaniasis cases have been reported in Africa, Middle East, and Latin America, mainly in Brazil. 1, 2 According to the Brazilian Ministry of Health, between 1991
and 2010 a mean of 27,374 cases of American tegumentary leishmaniasis (ATL) were recorded per year in Brazil, corresponding to a prevalence of 16.4 cases per 100,000 inhabitants. 3 Most cases occurred in the North and Northeast regions (39% each), followed by the Midwest (12.6%), Southeast (7.2%), and South (2.2%). 3 In the 1990's, the state of São Paulo, localized in Southeastern Brazil, had the highest reported number of ATL cases: 835 cases and a detection rate of 2.6 per 100,000 inhabitants. [3] [4] [5] Differential diagnosis of ATL still represents a challenge for physicians. Diverse clinical presentations of ATL, as well as the list of confounding diseases, especially granulomatous conditions the absence of any data, the assessed variable was not considered.
When data were available, the factor was included as referred or denied by the patients. The main epidemiological factors reported by the patients are described in the results section. It is important to emphasize that the main limitation of the study is to be retrospective, and the lack of information about epidemiological variables was observed in the evaluated medical charts. Two patients reported trauma with thorns and/or twigs prior to the onset of lesions. Final diagnoses of these patients were cutaneous lesions with nasal mucosa commitment by paracoccidioidomycosis, and chromomycosis, respectively ( Figure 1 ).
Poultry farming was identified in two patients, and this activity was related with one case of cutaneous cryptococcosis. The other patient discontinued the medical follow-up, so it was not possible to clarify the etiology of the ulcerated lesion. Three patients had medical record of treated leprosy. Two of them were confirmed for ulcerated erythema nodosum of leprosy ( Figure 1 ). The other patient had unspecific oral inflammatory process probably related to a mucosal reaction against acrylic-resin dental prosthesis. Another patient reported contact with a leprosy relative, but the final diagnosis was paracoccidioidomycosis ( Figure   1 ). Only one patient declared previous diagnosis of tuberculosis, but her cutaneous ulcer was finally cataloged as traumatic.
A total of 27 patients informed chronic sun exposure.
Among them, 21 had cutaneous lesion (19 were men; 13 were peasants). Final diagnosis of nine of them was non-melanoma skin cancer, mainly SCC ( Figure 1 ).
Immunosuppression factors were identified in 11 patients.
Two were under chronic corticosteroid therapy, one presented invasive aspergillosis, and one had diagnosis of nasal nonspecific inflammatory process, probably related to sinus hypertrophy and chronic sinusitis. An HIV patient and a lymphocytic chronic leukemia patient presented with cutaneous and mucosal ulcer, respectively. It was not possible to confirm the lesion etiology for neither of these two patients, and there was no specific treatment documented for them. The other seven patients had diabetes mellitus type 2, but only one presented with neuropathic ulcer. In three of these patients, the lesion was associated with an infectious agent (sporothrycosis, paracoccidioidomycosis, and furunculosis).
Skin lesions were localized mostly on the limbs (n = 32, 58.1%) and face (n = 21, 38.1%), and less commonly on the trunk and scalp. Regarding the number of lesions, 36 cases (65.4%) had an isolated lesion (Table 2) . Among the mucosal lesions, the main affected area was the nasal mucosa (n = 27, 87.1%); the other patients had oral mucosa involvement that included the hard palate or lip mucosa (Behçet disease, Figure 1 ).
Histopathological examination defined 28 cases (32.5%) ( Table (Table 4) .
DISCUSSION
ATL diagnosis is still a difficult task for physicians, even for dermatologist specialists -there is no gold standard diagnostic tool, and investment in research in neglected diseases is scarce 7 .
Diagnosis of mucocutaneous leishmaniasis challenges physicians to an even larger extent because the immune response in the affected area is high, not to mention that invasive techniques are necessary to diagnose the cases of nasopharyngeal deep lesions. 8, 9 The long list of confounding diseases of ATL, including the diverse range of etiologies described in this study, makes ATL diagnosis even more complex. The drugs that are currently available for ATL treatment are highly toxic, so the final diagnosis is crucial for healthcare practitioners dealing with skin and mucosal leishmaniasis-like clinical lesions. 10 Faced with a suspected case of cutaneous leishmaniasis, we should pay attention to some details in the interview: time of clinical evolution of the lesion, lesion characteristics, history of exposure to areas close to rivers, previous skin lesion (in case of mucous form), profession, and recent travel history and sandfly bites. 6, 7 As for the physical examination, it is important to research the following: number (ATL can be single or multiple), and characteristics of the lesions (ATL cutaneous lesion is a painless ulceration with indurated border), location (ATL usually affects the lower limbs; skin cancer usually affect the face and upper limbs). 6, 7 Moreover, pulmonary findings may be an associated link with chronic paracoccidioidomycosis.
Regarding the topography of the lesions, facial and scalp lesions make differential diagnosis with mainly carcinomas (sun-exposure areas); oral and nasal lesions may be associated with paracoccidioidomycosis and leishmaniasis; 6, 7 genital lesions are related to sexually transmitted diseases, such as chancre and cancroid.
In general, parasitic diseases affect men more frequently and more severely than women, and ATL is no exception. Lastly, considering the main differential diagnosis of neoplastic etiology, a case-control study performed in the South region of Brazil showed that BCC diagnosis prevails among women (n = 74, 58.2%). 19 However, other studies involving larger series around the world revealed higher prevalence of BCC in men. [20] [21] [22] SCC is also more prevalent in men. 21 The same sex-related bias could be true in terms of age. External factors could underlie the high prevalence of skin lesion in patients in working age (30-50 years) described in this study, especially in the case of differential diagnosis of infectious etiology.
Notwithstanding, age is a well-known risk factor for neoplastic etiology, and the incidence of skin cancers BCC and SCC dramatically increases among aging patients. Among the 10 differential diagnoses confirmed by histopathological examination, three of them required biopsy: SCC, BCC, and Wegener's disease. [29] [30] [31] As mentioned above, the other diagnoses demanded supplementary laboratorial tests before biopsy. PCR was not mandatory in any of the discarded diagnoses presented in When appropriated, other diseases, such as cutaneous lupus erythematosus and sarcoidosis need to be investigated.
In spite of all the recent medical advances, this study has revealed limitations during ATL diagnosis. For example, in the case of inflammatory etiology, 15 patients had a final diagnosis of "nasal nonspecific inflammatory process". Although our hospital offers tertiary care and even though the main diagnostic tools are available in our institution, it was not possible to reach precise etiology. In this situation, epidemiological and clinical data, including complete anamnesis and risk factor assessment, are indispensable. Another hard task for physicians is to avoid loss of patients' follow-up. Eleven percent of our cases were not diagnosed due to lack of adherence. These patients missed not only etiology confirmation, but also treatment evaluation and tracking. As a result, they were considered eventual communicants in infectious diseases and/or environmental risk factor detection, which could harm other individuals.
It is worth highlighting that although the majority of these patients are not at risk of dying, many of them could have mutilating outcomes that might culminate in complications and social issues like stigmatization, functional disability, and prejudice at work. Confirming the diagnosis is essential to prevent such undesirable consequences and to establish the most appropriate therapeutic approach for each patient.
CONCLUSION
ATL could be confused with many differential diagnoses.
Granulomatous diseases, especially paracoccidioidomycosis and leprosy, were the main differential diagnosis of infectious etiology in our 86 reported cases. BCC and SCC came up as the main distractor during clinical ATL diagnosis, especially when they were located in the facial region. q
